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(57) Abstract 

_ A* 

(b)^coated 
^an organic : 

coral preparation comprising a composition containing a drug (b) coated with an organic-acid-soh 
substance (a) .and a saccharide (c) which rapidly generates an organic acid by the actiomof entericbaciejfe-in^a 




lower gastrointestinal tract, which j;omposjdojos_coated_wit^^ substance^ (d^/ The above^ 

system and preparation utilize'enteric bacteria, do not generate harrhral subs^ originating in a release v initiationj 
mechanism, and have an enhanced colon specificity. 



(5 7) »ft 

«»*=J:»)^«*4HF*K ^) T»«ftfcWtt (b) JBffcflnF 

K (a) T««nfc*» (b) , S^YbWTSKTli^StciOW^^ 
^C^tStl (c) t**t-*IK«l3W. MPttOil»mm (d) 



AM T/W^-T 

AT t-^HI7 

au a— ^h^yr 

BB a? A"* 

B E ^A-*— 

BF ^t-7rV 

bg 7 

B J 
BR 

BY *<7£— S' 

CF ^r7j)*ftfti 

CG = 

CH *>f* #j# 

CI 3— h • i?3j?T — A' 

CM 

CN *@ 

CZ f-a:^3*SlS 

D E K-< ? 

DK xV-r-^ 



EE 
ES 
F I 
FR 
GA 
GB 
GE 
GN 
GR 
HU 
I E 
I S 
I T 
P 
E 
KG 
KP 
KR 
KZ 
L I 



k 



is 

^A^T 
<<*V- 

y tr>^a^-{ ^ 



LK ^yy^* 

lr y-<yr 

LT y HT—T _ 
LU A^-fc^A^ 
LV ?K-f7 
MC # 
MD K'< 
MG 

ML vy 

MN _ 

MR *~y*-r 

MW -r^VJ 
MX 

NE =5^i-/U 

NL t7^ 

no _ % M 

PL ^-7VK 
PT XA'btfA' 
RO A" — 



RU oi/7i« 
SD 

SE ^!)x-tV 

SG i/Vylftf-A' 

SI ^a^i-T 

SK ^n^ T dE-T*ftll 
SN 

SZ JiPS^VK 

TD ^-r-K 

TG h-^ 

TJ f*?***^ 

TM hyf*>-**> 

TT h y K - h/<^ 

UA i>f z 7<< + 

UG 

us #6 

UZ ^X^^^^^ftS 

vn -r-fxhn 



WO 95/28963 



PCT/JP95/00766 



m m m 

«aaFn^m | B (b) m^mTUvm^mmizx^m^^mm^^-r 
zmm(c) bfrz&zm<b%*<Dmmrm®&&mmzmm?zi;x7 L ^, m 
mz^wmiz±K>mm?z>-&fr=?$m u> ttmznt&m (b) , s^ift 
mTUvmftmmiz£Qftffl&&m*>frtzm&.-rz'mm co 

owe, mvnmm mm) <Dfrmznx%Mt£m&&&e>titz 0 ® 
iz&<0m®mm mm) ^xfA^^n, m^ommumizmm^^x 

3NrB. ffif§&#T*W 1 0^ B¥»«5fS2 4, 5 5 - 6 0, 1 9 8 

8 ) t/M»0»tt^lH 3 tt^ b 4 NfflS t Jt« bTITOKJLT* K> , MI^Nf^l 
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•5 (Kopecek Proc. Int. Symp. Control. Rel. Bioact. Mat. 17. 130-131 
(1990)) fiJ.6#&S. S^*»»Tftffi3-&*c:tKJ:t>. £D*:£#£#1£© 

cti* w«Yk«m «FCl6BI**Wt LfcWHM;»£ < M&Ztixx^o 

lvbtf><5aBERffifi (Delayed Release System) , &2f)<— ®* 
B«lclltt£affir3"tlRfl[ajS (Timed-Release System) , £3#fli{fcWTSB 
(CjUftlfflffi^^c: t^-fiJffi t/c->X-rA (Microflora Enzyme System) , ^4 

-5 C tfr<oWi& < ©it^iSntV^o 0>RI£, T ? U ;l/^^1*^J Eudra 
git S £ffiWc^*-rArt£tf-et>, ^-'J >#-. v>fxX^-t If-Mt 
£»M^<©fE£#tt£nT^£o b^U 1 9 9 3*£©T* U (AA 
PS) KM ^Tv > f- x * * -;*;© ^U- W»»tK6*l*ffl t ^tt £© *> > 7^ 

2 (D^mMliiMltMRMaaT.M<D Time Erosion System(TES). R. P. Scher 
er© Pulsincap mizftm^tlZ V^rWChZ ti\ zixmm^tm^ommo 

^UStttr /Nftl*i©iHbt£t>fflttl*i, flWWiotfc!), 

4-'^4-tXQ>7fo—? ( M. Saffran et al. Science 233: 1081(1986)) iRCfa 
93z®y)l—Zf (J. Kopecek et al. Pharmaceutical Research 9(12)1540-1545 
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(1992)) ^fg^LTV^Azoaromatic polymer WmftfflBaT '/MTtM^lz £ 

Tfrmznzzkzmm-tziszTi*, Jktf^zfvj-x (nmw-s - 5 0 8 6 3 

1) , 7?47'J19*% (K. H. Bauer et al. Parmaceutical Research 10(10) 
8218(1993)) (D^Jl-f^m^bXl,^ Polysaccharide fi<WiPlMm®B - #5 

KRM- 2 1 7 9 2 4, 2 2 5 9 2 2) o Ctlt>, Azoaromatic 
polymery BPiffi&lz &Zfrm&&frM< (J. Kopecek et al. 

Pharmaceutical Research 9(12)1540-1545(1992)) , T '/^fi^SOW^K^ 

^?%mn*mnL\£-y)\s7XK&^Ltztf*Otym±^ (M. Saffran et 
al. Biochemical Society Transactions, 1 8 (5) 752-754(1 990) )» Polysacchari 

mZfaltiLtz (W. G. Cook et al. Pharmaceutical Research 10(10)S223(1993)) 

35 4©, XmftiZ&&TZ>U *? f-ymVaW&m^-yXTMtx-fTZO Kopec 
ek£C: £ <9fg£-£ftTl>£ (J. Kopecek et al. Proc. Int. Symp. Control. Re 

i 

1. Bioact. Mat. 17. 130-131 (1990)) o ZO&ffite, t^^O*il« 
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H 5ttiS) (CteoT^-SC ir^'Ig^^nTl^ (S.S.Davis. Novel Drug Delive 
ry and its Therapeutic Application, p. 89-101, edited by L F.Prescott. W. 
S.Nimmo printed by JOHN WILEY & SONS. NEW YORK) 0 
EVANS CDfB^ (Gut. 29. p. 1035-1041. 1988) Tli/MtSli©pH(i^6.6 

O^TEVANS (*W8§©pH£4. 5^£7. 5 tLTfcO, ¥8§©p HtiMiC 

CD p H#©T LT^tt I * t ^ -5 n& *> £> 0, H^Hl^Kr V *Tli* 3fIlg:ft*K 

zmm Lxmmt&$£&. zitzz t^a&^tiu, mmmxmm-r z&mx&m^ 



4 



WO 95/28963 



PCT/JP95/00766 



zmttVoM (a) t?«a$n^ai«a (b) &m<twr%uzmmitLDb, *nt 
k (a) &mmisr, mm <b) ^»-c«^i«»c«[m&n*ct*attju * 

*5B»«#«liW3Ebfe«S». ^flJ^KJ^ffSn*:*), ■ flirts £ 

•r*»a^»K (d) tsiiMatwsctraot, ^csiti 

( a ) Li&fcflfc. 8§&t£i§5#T-t&)!» ( d ) X-mmi* t^J; 

it, mftffimoi&E-rzMitmT&cDtm&m&z tmzttr^mmm<mmx 

^i/n-X, 7;U^h-X, 7Ah-X, 77v^ h-XTiiv^f-^o-xtl^ 
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»w»t<li. WMK£0»«Fr*»$HHaiK (a) TttSSnfcHftl (b) 
£. ^kWTSBT'mW»J®(rJ:OWS^j$^C^-rs«tS (c) tfr*>J& 

(b) &t&g (o tzm*®mfmt-tz>mizb, m—ommt-r^m 

1 ) %\\*<Dmf&VBt?2>m& : 

WMc^ofcjff-rsffisH^a (a) tn^n» (b) j^kbs 
nomft+wm (d) Tttasnfcfflsm (i) t, ^ftwras-rKWiMd 

H (d) -CtatStifctftfiRtt (2) t^6flc*?8fl:*^©|g»tMfllW{rgiei 
[CCT, C<D»#oa(*W«»*«. (1) tm®.® (2) — o 

2) m-o&i&Vntlrzmit : 

waKci^^n-rsK^Fttw (a) X'&mztitcm® (b) , sm^t 

tgSI (O ©ttEtt, (b) t*«cffl^5»^t, £tt (b) 
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-vwmzntzm® a) (c) x~&m.?z®Gt, mm (c) x&mz 
ntm® (b) zmfr^vam (a) -etfca-rs*^, mm (c) 
<m (a) -cnvBZ&utzm&kfr&Zo i 

(a) T«««*nfc3&« (b) . RCflSffcffT 

«reii«»«j=J:0*««*a^^5te-r*»a (c) **firr 
BSttow^^sr (d) T«a*nfect*N?>js*eB#»w^ss[ajiiipia 
fiR<Ki^H-r«o :ce, ttsi (c) ©ttfflii, xtt (b) t&izm^zm&t, 
mm (b) ©«««i:brffii^«^©KTo 2 * 0 is 

(a) T»ffl$tt*:a&t8l (b) (c) t£K 

(c) TjailSftfcSSe) (b) ZmfrHfoW (a) Xl&WirZigiittm®} (b) 
£«t3S (c) &CTO3^® (a) T»at5«^tA<*«, 

Ditt(b) &&M<twTUxmftmmiz£Qft®®&m^friz&!k-?2>mm 

(c) ^tWi:iOW5il^I (a) T8«tt. sEir, 

2) WWK«kOSfrr«5HP«WI (a) Tigg^n/cH^ (b) itmitWT 

B^tomKXQ&Mkic&ttiz^+zm (c) *c»«sn. sec 
m®&(Dm&?®m (d) -ctes^n^ct^^^^^m^^m^mai^ip 

3) »WTOT»W»»tcJ:5««««^C^r*W (c) T&M;* 
ft/cMf (b) 3&<W«B»^J:?)«»-r5S^f«l5J (a) T?Bffl£ft, IC, 

mm&omfr^vnm <d) "ess^n/ccir^^^^^B^wm^aiMP 

4) mmtK&Qmmtzna^Mt (a) srafb^TSBTB^sic^^w 

TO^MN:3S£*-**£ (c) -Cimztiitm® (b) SEdBam© 
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tfl^fcli (b) t, 0f2Jw«kt). WMKcfcD&PTSffi^W (a) 
fc^&«*ttflc"»*<. Si:, B*t*©i*^ttK (d) ttl$nfc:i^^ 

(b) , £Os 0fa«=J:t)7lc^Rgtt©ttaiMta'KlH (e) TftMistitzmitmT 
*^*tt©BctBW«H»W (e) -c, mmiZ&t), ztUzX&WVZWgl (f) V 

wmzn, sec, Bam<z>K#?&K (d) -eaasftfcctfrfcjsaisBft* 

(d) i::«J:S«JR©rtBC *^f£©ftffi£!8I'&Sg (e) ©&M (kJt^C^O 
5t*Htt*ttK (f) atactic*?), Brt3ffl®K«J;SWi£&©38 

HhfrTVoW (a) ©&P, aitt (b) ©ttffi£ck$»«k<ff?:&©fflJ^ 
•C&So c©*£ffi«l (d) ©rtBKKE (e) fcli*$6BJ|©fflfi!S«& 

§¥1X1*. W««KJ:t)»*rr5?Sfl^b» (a) t?»8l$n/taitt (b) 

t, mimTMxmftmmKXQmmmzmvfrimik-tznm (c) <t^^ 
* *©teB"c#JM*K-SM»*»Hj $ itttmmirzo 

5fc-T. *|gB^)g#||fit)mTOffl>'X-rA©S*«S^:^l2<^-rs (0 1 #P£) 0 
<2>Brti»I»lwJ:o'C«>»SnT56^-r*W«il (a) i:«Mi$n/:I^ (b) 

sc. bp£. HnTJSp-frr/hBrtTflSiBrsK^ejR <d> -c 
w«a*s6£-r**£i (c) B»i*©K^ttHiw«j;t)aai$nT^-cfei: 
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F*3©p H li— JKK P H 6 VXTXh 2 o©»fiJcm(ft t ^ 
■TI^MbT/MlfC^tT-r^o /J«fl-ClipH*< 6-7 "C^SC^b^iO 
pH6RhT»«?-r*K. BP*>, KStfeOStfHH&K (d) T»« $ *lfcttR*< 

cct. (b) &tt?z®<Dmf&mmmm®pHe3ffix*m 

zmntemtz&^xftMtsftmwfflt&m&.-tzmm (c) a, /mftxm&-fz< 
mmhtcmm co it, mmfrzwm, &m^ft<izm^mmmzmisi-tzMft 

(b) *^^rr*«fiR^tt{i, pH6*»T»)!ftSR Bp-&3T«»K 
"T-SiSWH^W (a) ^tSCtCtOii (b) i±fe»T«««J{CJS[ms 

(c) , ^maz^mm-r^. bp*., pH6*it»5ii^i(a) 

bp*>, j>H6zi±remm-tzmft?-%i)W (d) sogga (b)oi 

^mmzm v ^ n * raft wriWTi&rtiteng «t o t#«? $ nTfw^^t 

&mznt£\,\ &z\,^tMttmfrzw.mmzn*s;i\ 2mm&L.t(Dmx&2> 0 
ttz, mmtzm^iz&ikirzmmkLxit, m+friz&mLfrmstixim 
WL*&8Lir2>ztim*\s^o mix, mm<Dfriz*tfz&mm.bLxm^ 
<d&&£ l < , mm^zimmm i z*mmmkz>\z&wi*<zmb lx 5 m i 
bp^2 os* (w) /®m. (v) %j@is©*>o^ff^n§o sfrwictt, 
Wsnmm\z&%frm&wfim.^m2mxibz>?!7i-x.u-*, 
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■=fmt Lxit, &t l < i*. a»*it«i«a** u =a s - 5 5 p (twssf* 

ft*:!). *Yb«^€»SfflS«iR*ft*aai-C*-9T 

& B&ttfca^K (d) u& acta*, io^uv i£&§S£?g 

w\*imisft^o LfrLmmfrzm. mm^-n<izm^m^mmtmmmzm 
M-rz>o zzx^zm^^wmtrnmcmommx^^x, h Mc*?i>r«±Bact 

eroidaceae ('^JJ-zt-J 'rX.W) , Bifidobacterium sp. (t*7-f K^^fJ^ 
AM), Eubacteriura sp. (aw^f^Al) , Clostridium sp. (?nx 
hUS^AM) , Peptococcaceae *<£ra**aU£U & 

Enterobacteriaceae sp. (flftfttDfift) , Streptococcus sp. (j^^^ffi 
Jg) , Lactobacillus sp. (?LStfT®JS) , Veillonella sp. C<-f 
*<tfeffl$ft*o m^®mii^J«^^ftliW^T-©^K){i^j:^fe©cD, AS 
#Pb1, £JPf»Tet*&Ki:&<#£ft*o LfrU ^16(4#^cDiBM 

»:R&n*cfc d . *is©^P{w^-r s iftnfflij^-r^rjftm $ ft/x ^ t ^ -5 «k 
^-r-So 5&fe-r**r«iiii»cj:oTt>ii3i**<, &zwm, ^b't>i, g& 

Cft&tt»«fr£(RiR3ftfc b3bZW*mto®x-*Jl'¥-mbtlZo 

-m%=mm (d) immvxwHtsm^ *tt*>izm<mmzmA-tz>z£iz 
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mm-tz>) nsfrmw (a) ttz, j^mxtt^zmm (c) a< 

fr-cmmL*&&.-tzmm (c) itfft-rst^^^jw^T^ 
/i^prteti^u-So ^ctfw^Mtsii (c) (b) 
tzmf&m^mi^&iomMirzmft^VBM (a) -e««-r*j&\ tt^mm 
<&=Fm (a) -enssu/cm®i (b) ik&mwmzz&k-rzmm u) 
®ma&mmk®Wi&wmm (e) -ettaitfefi^. *©aa*^+»«» 

(e) izaK&mtfz®m (f) ***rbTt»Av>u 

■f^tt^M (a) (Hi, IWfl^BlK (a) «fc 0 fc*«iWfe©«ntf:«&K, 
BP*>. zk£2iiB$-frSfclR (e) ^flttS^o ^"li^tr^^jgp-r 
SSHH^K (a) £J:*ttU&Bmoift£*T4Mt (d) <wJ:$?ftM©l& 

ir. w«^n^-rs*i^ (c) ^w-rs^^ii, 0*i*iiw«»£3&£-r* 

(c) *<#^KJ:O*0*r*JtomWt (a) K<fc£&aJf KMK&S;* 

n, Krrac«k*37kaiBtt©»Hj*(H!i«« (e) m 

WFSB. SITU: Bifidobacterium, Lactobacillus , Streptococcus ft if© 

mftrnmz* o -c#«? $ n?ii&, mm* x*$l\h> imi»t» Bifidob 

acteriura, Streptococcus ^fr^TiMrfl&^LT^S &©© Lactobacillusdlifg 
Yt^M, bti/i^ct^t), 5 ? * a - * ©#f$?1£<r ji* g ttf*#£ & x. £ *> 
©Ti2tti^t#;L£tt&o 7 7>r;-x, -tebtt-Ts, 
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MmwaZ, 1 %~ 9 9. 9 %, U £ b < it 5 %~ 9 9. 9 %, MC:$f£ b < fi 1 0 
%~ 9 9. 9 %T£>6o 

^w^m^^n^wm\z^mm-r^-m^=mw (a) tb-cii, m^w 
ictt&snw* *>cDT*n«#fciwiR{*/j:i^ b < i*. p h 6 *siT'^p-r 

e a (=#», * bv-ym&wz^tfr&xzo ttz, .&mizmvx7mmn 
omiamm^BW ( e ) s-^-w bx & & i \, TkaattottffiaawaK ( e ) ttt 

f-;H?;Un-x (j8f a B a£ : TC-5, flliffifk^ttS) , h Kd+^d tVU-tr^ 
n-x (ffio°o^ : HPC, B##ii*fcig) >K«JxfUVtW K, **U k"-* 

*X3 0 ^^bT«IM^^bTl>Tt>i:V^ "BTSI^JtbTlim^ 

0 0, ?xvth»Jxf;K Tween8 0, t7->if^l^bn5o 
sfcrk, 7j<TO14Tfe^7KS«©1&ai^J»K (e) li. f«ett5i 
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mHzxomm-rznfr&Mi (a) \z£5&mtmm&<Dmfr¥®M (co iz 
Kzmvzviiw (f) i*. y^mm^i&m-r^m^^mm^mm^^m 

*wmzm^^n%MftMmiz£^x#m2nxm&?ttmkiz±Q®m-f 
mi*^tLZ>mx$>tii2&iz%im\*^\ mfcmzit, i%~5o% l< 12 

2. 5%~4 O^TfeSo 

k (d) tixii, m^izw?<&znnz&<Dxfonimizfflmi*m\ $?£L 
mz.\t, *?t? vjimtfit/fT?') jimcd i : i (D&m&ft 

97 9 g ;H&© 2 : 1 ©*fi£t* (lS!n 0 a« : K54*y h S, a-A • T > F 

-f F54^ hLD- 5 5, d-A • T y F • ^-X*t$D , kKn + 
^□^Mf^n-x(JPXI I), -tr^l/n-XT-b-r- h7*b- h 

(jpx i i) , is^v? (jpx i i) m&mizz cn^ta, 

^»UTfeJ:^o ■eiM^JttT, HJT-t?^>, v?naV-;U4 0 0, 

?x.>Wlh')3.i-Jl', Tween8 0, t^S/jftl|7^ffi^£*l£o 

mm* b\t, wmfrzmm£xoxm<DUftzm**-tz>o wmit, -xmrnss 
k>. ®m&}iMfrt>m<wmx&Zo 
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#s89i© rm<vs±m tit, w^e>+-»», &m*-co&A&M#i-rz 0 

*&mzm^<btiznto (b) tLx\tmzfflmttz\,\ 

vmwm® t Lx\t, M<kw±.$iT*ftmztiB < . m<mrmxm^tix 

T>¥*t>'», Wflsi/y. TX^Zflsi/y, LH-RH (.ftft&f&*Jl 

•>?n*#U y, vvhyi?>, -b^L/^> ( h-ANP (t YtM&i- V U 9 
AWRWK) , ACTH (B!»&Hf!l»*>U*:/) , MSH (mfejMnjffi 

-□v L >->>, VIP (jfiLffftfflfSm^^f- K) , CCK-8 (a 

U^h+->-8) , PTH (iHMtt****:/) . CGRP (ti)li/Y-y 

mttmmu'f-hi , trh c^d ho , x>K-bu>, 

<D&t£t>-f, [Asul, 7] (D&5t£ 
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zmm* 1 @£ tcimm.mmta-t^ z t *>m&x&z 0 c © £ ? tmmm t l 

Tli, fct^.{i->3*lltlWifc«T'A/ (i/a*'-x^f;H 1 6 9 5 : H^<b^ 
(HCO-6 OH) , J^Uai-**>if-l/>V^t*^>ifi5&l!tlEF»x^f-^ (Tw 

e e n 8 o m mcDRwmnm, 7 U 3 =J - - h U ^ A, y y t=** -> a - 

*ffll^TliSW»l?l^©pH*H«!-r*Ci:*<BrteT*-5o W»tl/Tte, 

8P&HrC*t), £SM)K£:LT{i, 0>Rtf@f*igS (MgOH) , 

sK V ^xf- 1/ yfflb h v i/ftij. *• u ->xf U > 7 ;u >BIB£^x;*.t- 
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;Ux—r;k sKU^+^xf-u^y^^^xxn/x-^u, ^''Jxf 

** U ->xf 1/ > $r 'J -tr 'J ymmHt^X f-Jl, 'O^xUx'J h- ^KISSx 
Xx;U, h* U > ^'J 3 - ; miixxf^, >HiJt+i/xfU>yo f 

u > 'j =i mmm^7-M # u ^xf- u > y ;i/ if h -wimx 

i* y-M^U^SHft, x~r;l/ V $ y »©BJCE»affl, Mix 

y ;U-b )l o - x, ** U fx* f n »J K >t££S5fiII Itfei^o 
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(a) %mmLtzt>®, x.amm (c) tt&tzGM&zwtmxmiz, mm 
& (BP*., irt-e»j»-&f/j^rt"Cigii-r*) m#*®w (pH6JK±r»*-r 

H2©Bl^gFn*»ffJ«. (b) 

SiSiH^JW (P H 6 *WC»»-r*Kfl' : F««) ( a ) £«Jf 

u^05Dii (c) *^rr*«w**^tt«tfi*ic, *^st*o&aiiW«i 

cm:, Tk^SI&DttfflWaiBS (e) d*iti5t*M^*'»K (f ) £«J!L 

m&noftft*®m (pH6K±T^t-5ii) (d) £«s-r3o 

mz£*)»mt&ixa : m'9i (pH6*»-e»»t*ii) (a) **igu!:t>© 
irstis (c) cnn*^*tt©tfcm«!Ha«i (e) 

L/A KSttOW^^R ( P H 6 J^iiT^P-T SiS ( d ) £S 

YtcaL/it)<o-e*st#iL&n*o bp^, n«a (b) fc^ifiMraot 
#»stt*ri»*»£*-*ti«i (c) &4*rrsttj&tt («a*.tf. mm. mm. 
mm. &MWfrmw *>n& k, t-rertUHKtw.ko-cttia^ii^nTss^ 

■T5W«»^J:»)*»-rSW^P«K (a) T««U *€>lcB»tt. BP£, 1 

rtT»»-^r/M»F«3'c«»-*-*i«^eiH (d) -et&s-rso cob#, **aia 

$-ar5«lK*WaK"CSll¥^Sl«^?eiK (a) K*W3*T»ffiUR*JBJi£fr 
Ua&**\ fcS^tiBiSFttoK^ejK (pH6JBt±-C»l?-r-5R) (d) tig 
fer«=fir«ttlw«J:*)*j»'r*ift^pa» (pH6*ITW6I) (a) 
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mzism itthfcK tem$mz®$.-f% t, srt© p h \t-mz p h6ot 
nm&wtfH Li ®}W ( d ) "x?»a $ tifew&frt&Rt s *<, iswiirtjio p h e * 

TiTClgjSnrSBl, BP*>W«^<kO^^^^^K (a) T««3-ft/£«R 

/h»*«ui6»*TWtt (b) aaiL4-^o wm^&^^, 

p H 6 A&mz p H 6 *£tK-f £ Z btfm*tU*p H 6 *WC« 

=pm (a) wb§, «»«ss"c»»um«ft*flcffl-rs^*WBLfeo *r, w 

A3^fl*IHpH^fb$-arSCt^*/Co *C-e, £fi!c 2 H^9im(= 
ckOIWW^oa^C^IBPSn* CKIMW 2 fcJRD 5?fao^l 0 0m 
g 7»y h K&i* LiWftCWJlirt © P H *Wfc LtzbZZ, 3 j&n £ 4 NHBTlt P 

H5.5ims:t)c©pH©i£Tii8^^-e^t^ 3 #J&) 0 -ec-e. 

Eudragit E *3-f>JTU* &£*<D£M(CMtt£ffl Eudragit L 
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(.ffikm 1 ) 

v h (fcteff) ©*B§I*3 p H£#U£ Uc t C 5, P Hti 7. 2 ~8. 2 
©^ffl-C^t), «SM#7-;b (Bfl3*te«?) OpH5. 0-5. 6 ttt&LTm* 

cmmm 2 ) 

Jt&£Mb"C§l3gfbL/c 1/1 5MU>Bfcfgffift (N a H 2 P0 4 -Na 2 
HPO4 . pH7.3;J£TF, P B S £HfiU S^KCOs <ZV<:/'J> 

?*K£*)pH6. 8(CpSSb/c 0 dtlKSD^tttai-? v hW»W&tt*«*U 1 
Ow/v%IWft-PBS (J£*T, C-PBSH>9) ^ifiSL/co C-P 
BS 1 0m 1 t:Stt7?faD-x 1 0 0mg£»U tttaW^T. 3 7°C 

7?^o-*\B#ia(hr) 0 2 4 6 8 24 
0 mg 6.42 6.20 6. 17 6.15 6.12 6.02 

100 mg 6.42 5.93 5.64 5.41 5.27 4.76 

£ t>\z 3 0 w/ v % c-PBsci-^f-aL □ -Ts&mm i,m&<D&!$k&?T^tzo 
mzTTs-rx oiz, =7 >? a - castrate <£ oa^^wBrt^to p htwbt 

(hr) 0 2 4 6 8 

pH 6.42 5.39 5.25 5.15 5.08 
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csmm 3 ) 

iWMLisizSDfflt&vyYlz. ? ??*.v-X7kmm (1 OCmg/77 
h) *SPS^U »e-J(lWBiF*9pH^ffliJ^L/c 0 SK^bfcck-SKin vivo 

mm (hr) 0 1 2 3 4 5.6 7 
pH 7.6 8.2 6.8 6.2 5.5 5.6 5.8 5.3 

mmm 4 ) 

XJIU y*i^/-;U (S I Z) iPEG4000£l : 3 ©fiJ-£TzS£ b, 
S£$)2 Omg (S I Z5mg) \?y¥y hE 1 0 OXmMLtzmZO. 2 

5mmCD*^-tr^KC^iiU £ £(1*^ K5¥>y hL 1 0 0/h7->i (5/1 ) 
y^y-A^ (1 Ow/vW tn-f>^ (dipping^ W&fttL 
Tl 7m*%) b/co CO^dbT^^n^SSm (S IZ-CDS) *'<K>UiJc 
(3 7°C, 1 0 0 r pm) tB*l^ (&TJi2i tBSfe-T^o ) l&*4im 

^©^^ 2 4 mmmnLmm^n^tz tzz, zvmmmmm, ztiKfr 

S I Z-CDSS2M£2 OBfTO&bfcSDMte (8il<fr) 5? Hr5?f- 
^n-XTK^lml (7;fao-72 0 0mg) ttt.i:lPS4^m\ 

lm 1 bt&izmn&ttft^tzo ZtzS I Z/PEG4 0 0 0 ( 1/3) 2 0 

/hviyift (5/1) •Ca-^yrbTISSb7 v < :m^14I!f^J (S IZ-ENT) 
£5?^a-*7jcig&lm 1 (7?fan-x2 0 0mg) ttfct:iPS4 

£iM£b/c 0 

E3(^-Tci:-5ir, 7?faD-^4»^TS I Z-CDSS8^i(iS I 
Z-ENT»itlt^U WS(C^S![{U^nTV^6Ct7i^'^, ) S1Z-CD 
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z - c d s itm<twr^x^ ?i-*u -xommtz «t Ktismktm&L u 

{*^SfttfT»©pH#fcTU K5¥v hE 1 0 0 #SJS? LTl&Bj£ttffl 

mmm 5 ) 

^^o-x 1 0 dmg<Dfil«IJw^--r K54*v hRS 1 0 0£l 0 90-5=- 

3^*^w-r*tt=wtc^->r K^^y hE i o o^rj-ht/co c©2ioi^ 

*^-b;i/K**U cni:t>TK7^7hRLl 0 0 *y --WgjftKN a C 
1 (2 4raesh{si±) ^St^tfc^l 0%3-f>?'l/c o cn^, 1 

w/v%c-pbs *f»-e^tt*#Tfit •? -r 5 1 5 B^r-fe^sta* £ n/c 0 

6 ) 

* u cams »j>E-HAf7h93- mmm) 0 

^*^i/b->5 0 IU/0.2ml pH3 I X-ev+yf&BL 
0.2m 1 (5 0 1 U/E) 

(§*I£01I7) 

pH7. 3©I§3IU >mmffi%L (PBS) CZ4M#SR#*£/<>ry >rUTp 
H 6. 8 (CHS Ltzo 2 4 b/c (OlBrt«fti: PBS 1 0 w 

/v«onrt«Wffl'J (CPBS) £HRl/fco CCDCPBS2 

0 m 1 (ZtfiS 2 0 0 mg^Jl b 3 7 TC7WS«t»TjB t "5 U CPBSOpH^I 

:*iJzT$t, ^jl-^ci-x, ?;U?h-X, jsX&tf?? h-Xti5*f-an- 
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mourn 

(a) -^mk^x^mm-r zmfr+vom, a) -mm, (c) -^^Tsn 
(a) -^nmizx^mm-t^m^^ow, (b) -ra. (o -m<twT® 

(e) -7jc^14©i5fai»%lK. (f ) -K&fflVZVBW, (g) -0BB*l 
0 3ti, 4 V Jl&tt-fZS I Z-CDSS»!li:5?f-aD- 

0 61*. StiflMMi^mtttti&tt (HWJ5) £tfc£ 

2 2 
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m i o ) o 

(»Lg) , mrf^ntt^^-rmx-h^ cmm2 8) 0 

kit, mmm&mvx, *&w&mizm#mzmi-rz>fr. znmit^mo 

n!b/; 0 znizmiz7jkhtm*(DitmT?-?-ycr&ftt£\,\ m-%2m*t, i 
w/v %c - pbs ^-e&aj£*f o/co ^rnt>. 2 jaf-easft^sscmwte 

Eudragit E100 7.5 % 20.0 1.5 



Eudragit E100/ 9:1 7.5 % 10.5 1.0 

Eudragit RS100L 9:1 15.0 % > 23.0 2.0 
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9:1 20.0 % 
7:3 15.0 % 
7:3 20.0 % 



> 24.0 2.5 
6. 0 2. 5 

6.67 1.8 



Eudragit E100/ 9:1 7.5 % > 24.0 1.67 

Eudragit RS100 7:3 7.5 % 21.5 1.2 

7:3 10.0 % > 24.0 3.0 

7:3 20.0 % > 24.0 4.25 

5:5 7.5 % > 24.0 1.33 

mmmz) 

S-TU-Wf-MBt (5 -ASA) 5 0. Omg 

■^^^j-D — x 5 0. Omg 

MgO 8. 2mg 

sK »J k-;L-fn ij K> 1 . 5 m g 

h— ;l/ 6 6. 8mg 

3. 5mg 

ff- 1 8 0. Omg 
5-7;yt'Jf^i (5-ASA) t Ctl^WT^/cfccDMg O. vt*- 

7f»; hL 1 0 0/tv>tt (5/1 ) **>>-;H 0w/v!^»W3- 
[M5$ : HCT- 3 0, 7^ > h^tfcS («EE«&ft«5S=>---r4 

■yhElO 0 tSrj-frl 0w/v%W3-^-i:J;!3 1 1 ftfi;%, 

Ml 0 0/tv>« (5/1) £1 2StX3-f>/U *S6 

^ssj^icdjs^ 2 ^^so' i w/v ^Mraseit-cosffiois**. 0 4 
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mi, 2, 3) (w?jc3 om 1 tHc *ft*'nmn&^LMm t ]izn!k&m\ 
ikm*m®fefe&&ft-HPLcmz t kt)&mLtc e *©*§*. *3&»!H©fian* 

jc4s»j"*/j>»*iNFiBii*i 1 B^^-efe bmmnmmmi*^ 2 3 

U f-;U»OJtKffl^lB« 3^IHJHI*T*OV^nt>Big«3W«J:») 1 «pH£i±a 
C^»J3) 

5-T$;t';f^» 10 0. Omg 

5^f-3.D — X 50. Omg 

MgO 1 6. 4mg 

T ? f - '/-'I/ 7 . 5 m g 

If- 1 7 3. 9mg 

5-7;;if'Jf;HI(5-ASA) t ClftS-Wf 6fca6©Mg 0, 

5*fy Ml 0 0/t7i/i (5/1) *ZJ-)l\ Ow/v^a^d- 

ei ooy^;-M ow/v^M3-^-i:«):*) i ium, $«=>c:*--r 

K54*» Ml 0 0/bvi/i (5/1) £1 2m*%^-f->rU *56W© 
S^J^Hg* L/c 0 *5g^©teW©Ji^ 2 ft+T©»fflHtt&l#Kli 1 8 WC 

^^©Sffl^HSH^KtbTiaA^frTf-r^ (n= 3 ;&ffcMi, 

2, 3) K7jc3 omi ttfen, *n-enfepa#tsi*fl*Kc*Mii*m\ m 
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.i>imi^ - h p l c miz £ to mfe t tc 0 

5-7; JW?A,fk1-YWI+ l 0 0. Omg 

v^^j-n — x 5 0. Omg 

Ttf-Vfr 7. 5mg 

If l 57. 5mg 

ms^m^fcfifrfelWRbfco ;ni:t-f l o o y *y-;n Ow/ 

(5/1) £1 21i%3-f>rU #3B9!©S*!l£»ISU;fco 

^sjwojss- 2 i w/ v Hwmi*i®weomm&%m t^m, 1 

(^0>J5) 

-< >X U > 1 Omg 

5 ?faB- X 1 0 Omg 

yr;K> 3 o m g 

?x>gg 1 Omg 

jrij3 3-A/ttNa 1 0 Omg 

ff 2 5 Omg 

^>x'j>t7^an-^ *±E©ia«±b"C#j3Sini«i tftfpem& u Xtt 

^•MSb/co Cftt^QfeflU fcfi«<Z>J*frC:*->f K5^y hE 1 0 0*1 lit 
%, ^^H^-r K7^7 1 0 0/tv>i (5/1) * 1 
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*sm2m&&MT am tr-$ok* (n = 3 ;&{tmi. 2, 3) or 3 

(H»J 6 ) 



■4 >X u y 


2 Omg 




1 0 8mg 




3 Omg 




1 Omg 




1 2m g 


tf- 


1 8 Omg 



*ikk«« 4 ti^«©»fr-e*-r K7^7hEi 0 0 £• 1 1 mM%, 3 t>(i^--r 

K^4*9 hL 1 0 0/tvi/i (5X1 ) £ 1 lM%^-^>r (/Wa-i' 
-) *tfV\ *56W©««l*WKLfeo 
*Ktt*lft*T ( 1 *) t"-^U^(C7K3 Om 1 ttt>«:ftnS4*ffi\ 0 

asm i ) 

5-T i J-y-m-frWt 5 0. Omg 

MgO 8. 2mg 

Tt + '/A, 5. 7m g 

If- 6 3. 9mg 
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(mm 2) 

1 0 Omg 

5 _ 7 ; j4*\)*f-)Vm. (5 -ASA) t Ztl%*mirZtclsb®Mg 

Mtn&-cu&\s, tjm&m^&zmmLtzo cn^*^ K5^7 he i o o 

ll5^^a.n-X©^J^-ii|gb/^, ^-T K^^>y M, 1 0 0/h-7^i4 (5 
/l) Ow/v^fl^W^-^-KctO 1 1 fiS^-^^- 

l^Co ±!2 2&EMfcitf?LS2 0 0mg^#lf7f>*rt;H:3c«U;t, 
K54*y hL 1 0 O/tvi/jft (5/1 ) £ 1 2li%3-f >/U 

(H»J 8 ) 

(mm i ) 

5-Ti JWfJm 5 0. Omg 

MgO 8. 2mg 

TZ^Sh 5. 7mg 

ff- 6 3. 9mg 

(mm 2 ) 

7 1 0 Omg 
5 _ T ; y-tfij^;ug? (5 -ASA) t Z.tl%$>m-?Ztzib(DMg 0&&mu 

mtnft-cm&L, nm^m^mm^mmLtzo cmct-rF?^-? hEi oo 

fC5?^n-X(D&#J£liML^, Y'^^y VRS 1 0 0/h 'J7tf 
> (5/1 ) y ^y-^1 0w/v9()»M3-^-f:«l:!3 1 1H%3- 
^>?*bfc„ ±ia2t*#J:fc£tf¥L*l2 0 0mg£# 1 v^yttZf^Mz^M^ 
tz&, 3f6i:t^K5fyhRSl OOL/NaCl (75-355 v-T^a^ 

1 0 (5/1) £1 2li%3-f>7b, *:^cD^^iiMU 

/c 0 
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(&#J) 



10 0. Omg 



MgO 



1 6. 4mg 



5. 7mg 
12 2. 1 mg 



5-7i;t'Jf^i (5 -ASA) £cft£*ftt-£/ci6©MgO£&» 

Mt?i&vm&L, nm&m-mmzmmstco cnct^ F5^<y he i o o 

•5(I^3-^>^b/Co CO^d*^ Yv*ry hRS 1 0 0 L/ h 'J T-trf- 
> (5/1 ) y^y-^1 0w/v%M^-f3-^-|;J;f) l 1 M%n- 
f>rU ^JC*^ K54*y hL 1 0 0/tv->i& (5/1) £ 1 2fi*%3 

mmm 1 o ) 

ii»j5 tmvmmiz, mmm4 tmmom^x^r-f K^^Eioo/t 

F5^«y FRS100L (9/1) ^1 1 TC5E<£lM%, £ £ 

ir*^ F5¥*y hL 1 0 0/tv^itJi (5/1 ) £■ 1 (A-f 
a-*-) «t<A ^H^©S^I)3Sb^o 

*§2#J2&£il&itT OSfc) If-rAo^ (n = 3 ; &#0»J 1 , 2, 3)(CtK3 

0 71:^^91:^ F?3rv hE 1 0 OfK:*^ K7^y hRSlOOL^ 
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(ftttffll 1~12) 







1 Z 




1 u m g 


I 0 m g 


:? y T"o. n — X 


1 0 0 m g 


1 3 0 m g 


> y /I/ >. ^ 


o umg 


o omg 




1 Omg 


1 Omg 




1 0 Omg 


1 0 Omg 


E DTA 2 N a 


5 Omg 








1 Omg 


ft 


3 0 Omg 


2 9 Omg 



^ 7 FRS1 0 OL (9/1) £1 1M%, TC 5 E^lli«, S^K*-*' 
K7^? hL 1 0 0/hv>i (5/1) £1 lM»3-f>/ 0^3-^ 
-) *m^3B9J©®W£W«Lfco 

2 ftl**ftftT ( 1 R) JOI^Ki* 3 0 m 1 fc 1 1> tcHp»J?£m \ 
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cmmmi 3~i 7) 





1 3 


1 4 


1 5 


1 6 


1 7 




2 0 


2 0 


2 0 


2 0 


2 0 




1 0 8 


1 2 0 


1 3 0 


7 0 


1 0 0 




3 0 


3 0 


3 0 


3 0 


3 0 




1 0 


1 0 


1 0 


1 n 


1 0 


L 1 6 9 5 




3 6 






3 0 




1 2 


1 2 


' 6 0 


6 0 


6 0 










1 0 


1 0 








3 0 








1 8 Omg 


2 2 8 mg 


2 8 Omg 


2 0 Omg 


2 6 Omg 



*fv >RS 1 0 OL (9/1) £1 ltt%, TC5E^111% $£>K:f-r 
Ml 0 O/tvi/i (5/1) £ 1 (^^3-^ 

1 tt^JfeftT ( 1 5fe) if- 3 0 m 1 1 1 fci:ftpa^*m\ 
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cmmm 1 8 ~ 1 9 ) 





*t&/a| 1 0 

^:wDil7'J 1 O 




-Y yz. u y 


1 Omg 


1 Omg 




1 2 5mg 


1 0 Omg 


/ yji 1 y 


3 Omg 


3 Omg 


9x.ym 


1 Omg 


1 Omg 




10 Omg 


1 0 Omg 




8. 2 5 m g 


1 2. 5mg 


tf- 


2 8 3. 2 5 m g 


2 6 2. 5 m g 



4 s * hRS 1 0 OL (9/1) £1 lti^, TC5E^lll%, S ZtzXJ 
K54*y hh 1 0 O/tvi/i (5/1) £1 111%3-f >?* W^-^ 

mm 1 8 mm 2 tt*iwtT ( 1 ufc) t"- so^k* 3 0 m 1 1 1 izmnm 

1£\)3.it\,yit**)r>( V3% (8. 2 5mg) »rr5 C tdck 0 3~5l$fS© 

>r > 7s y > cDM^rei ©siga<B«> £ n/c 0 

(H«J2 0) 

-OX'J y 1 Omg 
■7 ?f a D- 1 0 Omg 

y \y 3 0 m g 

9x.yWt 1 3mg 

>?\) a a— ;l>iNa 1 0 Omg 

H- 3 0 Omg 
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£H«Lfc« ztuzmmm* tra*©»frc*-r hE 1 o o/*>r 

hRS 1 0 OL (9/1) £1 111%, TC5E£lM9t>, ZZlzirJ 
K"5¥? hL 1 0 0/tv:>ftij (5/1) £1 lli%3-f>r ('W=J-^ 

2 tt^JfcAT ( 1 Sfc) t"- TVkfcK* 3 0 m 1 1 1 IcjUP \ 

ammm 21-24) 





21 


22 


23 


24 j 




500 IU 


500 IU 


250 III 


500 III 




100 mg 


100 mg 


100 mg 


100 mg 




30 mg 


30 mg 


30 mg 


30 mg 




13 mg 


13 mg 


13 mg 


13 mg 




100 mg 


100 mg 


100 mg 


100 mg 


EDTA 2 N a 




50 mg 


50 mg 












50 mg 



xti&raifc. ztitzmmm* tm^omrpv*^ k?^? ve 1 0 0/*^ 

K?4** FRS 1 0 OL (9/1) *1 1 ttM. TC5E£1M%, 
*>T Ml 0 0/t^i/f* (5/1) £1 >r 

J;E88W££SJfi0»! 2 1. 2 2, 2 4 Tlf^ft/cgJ^jKo^Tti 1 ftt MmM 2 
3 -C#^>n^M(ro^T(i 2 & ( 1 life) fc~- r^(C7jc 30mltt 
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(«#J 2 5-28) 





25 


26 


27 


28 




500 IU 


500 IU 


250 IU 


500 IU 




100 rag 


100 mg 


100 mg 


100 mg 




30 mg 


30 mg 


30 mg 
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